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METOCLOPRAM DE TABLETS USP
METOCLOPRAM DE ORAL SCLUTI ON USP

DESCRI PTI ON:

Met ocl opram de hydrochloride is a white or practically
white, crystalline, odorless or practically odorless powder. It
is very soluble in water, freely soluble in alcohol, sparingly
soluble in chloroform and practically insoluble in ether.
Chemcally, it is 4-amno-5-chloro- N-[2-(diethylamno)ethyl]-
2- met hoxy benzam de nonohydrochl ori de nonohydrate. Its structural
formula is:

CONHCH,CH,N(C,Hg),

OCH,

e HCI s H
Cl

NH,

C,H,,d N;O,eHO oH,O Mol ecul ar wei ght 354. 3

[ I nclude type of dosage form strength, and route of
admnistration, e.g., Each tablet, for oral admnistration
cont ai ns et ocl opram de hydrochl ori de, equivalent to 10 ng of
nmet ocl opr am de] .

[ Note: [In accordance with good pharmaceutical practice, all
dosage fornms should be |abeled to cite all inactive
ingredients (refer to USP General Chapter <1091> for

gui dance). W believe this is an inportant public health
measure. |

CLI NI CAL PHARVACOLOGY:

Met ocl opram de stimulates notility of the upper
gastrointestinal tract without stinulating gastric, biliary, or
pancreatic secretions. Its node of action is unclear. It seens to
sensitize tissues to the action of acetylcholine. The effect of
nmet ocl opram de on notility is not dependent on intact vagal
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innervation, but it can be abolished by anticholinergic drugs.

Met ocl opram de i ncreases the tone and anplitude of gastric
(especially antral) contractions, relaxes the pyloric sphincter
and the duodenal bul b, and increases peristalsis of the duodenum
and jejunumresulting in accelerated gastric enptying and
intestinal transit. It increases the resting tone of the | ower
esophageal sphincter. It has little, if any effect on the
motility of the colon or gall bl adder

In patients w th gastroesophageal reflux and | ow LESP (| ower
esophageal sphincter pressure), single oral doses of
met ocl opram de produce dose-related increases in LESP. Effects
begin at about 5 ng and increase through 20 ng (the | argest dose
tested). The increase in LESP froma 5 ng dose | asts about 45
mnutes and that of 20 ng |lasts between 2 and 3 hours. Increased
rate of stomach enptyi ng has been observed with single oral doses
of 10 ny.

The antienetic properties of netocl opramde appear to be a
result of its antagonismof central and peri pheral dopam ne
receptors. Dopam ne produces nausea and vomting by stimulation
of the medul | ary chenoreceptor trigger zone (CTZ), and
nmet ocl opram de bl ocks stinulation of the CTZ by agents |ike
| -dopa or aponor phi ne which are known to increase dopam ne | evel s
or to possess dopamne-|like effects. Metocl opramde al so
abol i shes the sl ow ng of gastric enptying caused by aponor phi ne.

Li ke the phenot hi azi nes and rel ated drugs, which are al so
dopam ne ant agoni sts, netocl opram de produces sedati on and nay
produce extrapyram dal reactions, although these are
conparatively rare (see WARNINGS). Metocl opram de inhibits the
central and peripheral effects of aponorphine, induces rel ease of
prolactin and causes a transient increase in circul ating
al dosterone | evels, which nay be associated with transient fluid
retention.

The onset of pharnacol ogi cal action of netoclopramde is 1
to 3 mnutes follow ng an intravenous dose, 10 to 15 m nutes
follow ng intranmuscul ar admnistration, and 30 to 60 m nutes
foll owi ng an oral dose; pharmnacol ogical effects persist for 1 to
2 hours.

Phar macoki netics: Mtoclopramde is rapidly and wel |
absorbed. Rel ative to an intravenous dose of 20 ng, the absol ute
oral bioavailability of metoclopramde is 80% = 15.5% as
denonstrated in a crossover study. Peak plasnma concentrations
occur at about 1 to 2 hours after a single oral dose. Simlar
tinme to peak is observed after individual doses at steady state.

In a bioavailability study, the area under the drug
concentration-time curve increases linearly with doses from20 to
100 ng. Peak concentrations increase linearly with dose; tinme to
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peak concentrations renmains the sanme; whol e body cl earance is
unchanged; and the elimnation rate remai ns the sanme. The average
elimnation half-life in individuals with normal renal function
is 5to 6 hours. Linear kinetic processes adequately describe the
absorption and elimnation of netocl opram de.

Approxi mately 85% of the radioactivity of an orally
admni stered dose appears in the urine within 72 hours. O the
85%elimnated in the urine, about half is present as free or
conj ugat ed net ocl opr am de.

The drug is not extensively bound to plasma proteins (about
30% . The whol e body vol une of distribution is high (about
3.5 L/kg) which suggests extensive distribution of drug to the
tissues.

Renal inpairnment affects the clearance of netoclopramde. In
a study with patients with varying degrees of renal inpairnent, a
reduction in creatinine clearance was correlated with a reduction
in plasma cl earance, renal clearance, non-renal clearance, and
increase in elimnation half-life. The kinetics of mnetocl opram de
in the presence of renal inpairment remai ned |inear however. The
reduction in clearance as a result of renal inpairnment suggests
t hat adj ustnment downward of mai ntenance dosage shoul d be done to
avoi d drug curul ati on.

| NDI CATI ONS AND USAGE

Synpt omati ¢ Gastroesophageal Reflux: Metocl opramde tablets
and solution are indicated as short-term (4 to 12 weeks) therapy
for adults with synptomatic, docunented gastroesophageal refl ux
who fail to respond to conventional therapy.

The principal effect of nmetocl opramde is on synptons of
post prandi al and daytinme heartburn with | ess observed effect on
nocturnal synptons. If synptons are confined to particul ar
situations, such as follow ng the evening neal, use of
met ocl opram de as single doses prior to the provocative situation
shoul d be considered, rather than using the drug throughout the
day. Healing of esophageal ulcers and erosions has been
endoscopi cally denonstrated at the end of a 12-week trial using
doses of 15 ng g.i.d. As there is no docunented correl ation
bet ween synpt ons and heal i ng of esophageal |esions, patients with
docunent ed | esi ons shoul d be nonitored endoscopically.

Di abetic Gastroparesis (D abetic Gastric Stasis):

Met ocl opramde is indicated for the relief of synptons associ at ed
with acute and recurrent diabetic gastric stasis. The usual

mani festations of del ayed gastric enptying (e.g., nausea,
vomting, heartburn, persistent fullness after neals and
anorexi a) appear to respond to netoclopramde within different
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tine intervals. Significant relief of nausea occurs early and
continues to inprove over a three-week period. Relief of vomting
and anorexia may precede the relief of abdomnal fullness by one
week or nore.

CONTRAI NDI CATI ONS

Met ocl opram de shoul d not be used whenever stinulation of
gastrointestinal notility mght be dangerous, e.g., in the
presence of gastrointestinal henorrhage, nechani cal obstruction
or perforation.

Met ocl opram de is contraindicated in patients wth
pheochr onbocyt oma because the drug nmay cause a hypertensive
crisis, probably due to rel ease of catecholamnes fromthe tunor.
Such hypertensive crises may be controlled by phentol am ne.

Met ocl opramde is contraindicated in patients wth known
sensitivity or intolerance to the drug.

Met ocl opram de shoul d not be used in epileptics or patients
receiving other drugs which are likely to cause extrapyram dal
reactions, since the frequency and severity of seizures or
extrapyram dal reactions may be increased.

WARNI NGS:

Ment al depression has occurred in patients with and w t hout
prior history of depression. Synptons have ranged frommld to
severe and have incl uded suicidal ideation and suicide.

Met ocl opram de shoul d be given to patients with a prior history
of depression only if the expected benefits outweigh the
potential risks.

Extrapyram dal synptons, nmanifested primarily as acute
dystonic reactions, occur in approximately 1 in 500 patients
treated wth the usual adult dosages of 30 to 40 ng/day of
met ocl opram de. These usually are seen during the first 24 to 48
hours of treatnent w th metocl opramde, occur nore frequently in
children and young adults, and are even nore frequent at higher
doses. These synptons nay include involuntary novenents of |inbs
and facial grimacing, torticollis, oculogyric crisis, rhythmc
protrusi on of tongue, bul bar type of speech, trisnmus, or dystonic
reacti ons resenbling tetanus. Rarely, dystonic reactions may
present as stridor and dyspnea, possibly due to | aryngospasm |f
t hese synptons should occur, 50 ng of di phenhydram ne
hydrochl ori de injection should be given intramuscul arly, and they
usual ly will subside. Benztropine nesylate injection, 1 to 2 ny
intramuscul arly, may al so be used to reverse these reactions.

Par ki nsoni an-1i ke synptons have occurred, nore commonly
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within the first 6 nonths after beginning treatnent with

met ocl opram de, but occasionally after |onger periods. These
synptons generally subside within 2 to 3 nonths foll ow ng

di sconti nuance of netoclopramde. Patients with preexisting

Par ki nson' s di sease shoul d be gi ven netocl opram de cautiously, if
at all, since such patients may experience exacerbation of

par ki nsoni an synpt ons when t aki ng net ocl opr am de.

Tardi ve Dyski nesi a: Tardi ve dyskinesia, a syndrone
consisting of potentially irreversible, involuntary, dyskinetic
nmovenents may develop in patients treated w th netocl opram de.

Al t hough the preval ence of the syndrone appears to be hi ghest
anong the elderly, especially elderly wonen, it is inpossible to
predi ct which patients are likely to devel op the syndronme. Both
the risk of devel oping the syndrone and the |ikelihood that it

w Il becone irreversible are believed to increase with the
duration of treatnment and the total cunul ative dose.

Less commonly, the syndrone can develop after relatively
brief treatnent periods at | ow doses; in these cases, synptons
appear nore likely to be reversible.

There is no known treatnment for established cases of tardive
dyski nesi a al t hough the syndrome may remt, partially or
conpletely, within several weeks-to-nonths after metocl opram de
is withdrawn. Metoclopramde itself, however, may suppress (or
partially suppress) the signs of tardive dyskinesia, thereby
maski ng the underlying di sease process. The effect of this
synpt omati ¢ suppressi on upon the |ong-term course of the syndrone
i s unknown. Therefore, the use of netoclopramde for the
synptomati c control of tardive dyskinesia is not recomrended.

PRECAUTI ONS:

CGeneral . In one study in hypertensive patients,
i ntravenously adm ni stered netocl opram de was shown to rel ease
cat echol am nes; hence, caution shoul d be exercised when
nmet ocl opramde is used in patients w th hypertension.

| nformati on For Patients. Metocl opram de nmay inpair the
nmental and/or physical abilities required for the perfornmance of
hazar dous tasks such as operating nmachinery or driving a notor
vehicl e. The anbul atory patient shoul d be cauti oned accordingly.

Drug Interactions. The effects of metocl opramde on
gastrointestinal notility are antagoni zed by anticholinergic
drugs and narcotic anal gesics. Additive sedative effects can
occur when netocl opramde is given with al cohol, sedatives,
hypnotics, narcotics or tranquilizers.

The finding that netocl opram de rel eases catecholamnes in
patients with essential hypertensi on suggests that it should be
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used cautiously, if at all, in patients receiving nonoam ne

oxi dase i nhi bitors.

Absorption of drugs fromthe stonach nay be di m ni shed
(e.g., digoxin) by netoclopramde, whereas the rate and/ or extent
of absorption of drugs fromthe snall bowel may be increased
(e.g., acetam nophen, tetracycline, |evodopa, ethanol,
cycl ospori ne).

Gastroparesis (gastric stasis) may be responsible for poor
di abetic control in sone patients. Exogenously adm ni stered
insulin may begin to act before food has |left the stonmach and
| ead to hypogl ycem a. Because the action of netoclopramde wll
influence the delivery of food to the intestines and thus the
rate of absorption, insulin dosage or timng of dosage may
requi re adj ustnent.

Car ci nogenesi s, Miutagenesis, Inpairnment of Fertility A
77-week study was conducted in rats with oral doses up to about
40 times the maxi mumrecomended hunman daily dose. Metocl opram de
el evates prolactin levels and the el evati on persists during
chronic admnistration. Tissue culture experinents indicate that
approxi mately one-third of human breast cancers are
prol actin-dependent in vitro, a factor of potential inportance if
the prescription of nmetoclopramde is contenplated in a patient
with previously detected breast cancer. Al though disturbances
such as gal actorrhea, anenorrhea, gyneconastia, and inpotence
have been reported with prolactin-el evating drugs, the clinical
significance of elevated serumprolactin |levels is unknown for
nost patients. An increase in mamrary neopl asns has been found in
rodents after chronic admnistration of prolactin-stinulating
neurol eptic drugs and netocl opramde. Neither clinical studies
nor epi dem ol ogi ¢ studi es conducted to date, however, have shown
an associ ation between chronic admnistration of these drugs and
mamary tunorigenesis; the available evidence is too limted to
be conclusive at this tinmne.

An Ames nutagenicity test perforned on netocl opram de was
negati ve.

Pregnancy. Teratogenic Effects: Pregnancy Category B
Reproduction studies performed in rats, mce, and rabbits by the
I.V., .M, S .C and oral routes at maxi mumlevel s ranging from
12 to 250 tines the human dose have denonstrated no inpairnent of
fertility or significant harmto the fetus due to netocl opram de.
There are, however, no adequate and well-controlled studies in
pregnant wonen. Because ani nal reproduction studies are not
al ways predictive of human response, this drug should be used
during pregnancy only if clearly needed.

Nursi ng Mot hers. Metocl opramde is excreted in human m | K.
Cauti on shoul d be exerci sed when netocl opramde is adm ni stered
to a nursing nother.
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Pedi atric Use. There are insufficient data to support
efficacy or nmake dosage recomrendati ons for mnetocl opramde in
pediatric patients |less than 18 years of age; therefore, such use
is not recommended (see OVERDOSACE).

ADVERSE REACTI ONS

In general, the incidence of adverse reactions correl ates
with the dose and duration of metocl opram de adm nistration. The
foll owi ng reacti ons have been reported, although in nost
i nstances, data do not permt an estinmate of frequency:

CNS Effects. Restl essness, drowsiness, fatigue and | assitude
occur in approxi mately 10% of patients receiving the nost
commonl y prescribed dosage of 10 ng g.i.d. (see PRECAUTI ONS).
| nsomi a, headache, confusion, dizziness or nmental depression
with suicidal ideation (see WARNINGS) occur |ess frequently. The
i nci dence of drowsiness is greater at higher doses. There are
i solated reports of convul sive seizures w thout clearcut
rel ati onship to nmetocl opramde. Rarely, hallucinations have been
reported.

Extrapyram dal Reactions (EPS). Acute dystonic reactions,
t he nost common type of EPS associ ated w th net ocl opram de, occur
in approximately 0.2%of patients (1 in 500) treated with 30 to
40 nmg of netocl opram de per day. Synptons include involuntary
novenents of |inbs, facial grimacing, torticollis, oculogyric
crisis, rhythmc protrusion of tongue, bul bar type of speech,
trisnus, opisthotonus (tetanus-like reactions) and rarely,
stridor and dyspnea, possibly due to | aryngospasm ordinarily
t hese synptons are readily reversed by di phenhydram ne (see
WARNI NGS) .

Par ki nsoni an-11i ke synptons may i ncl ude bradyki nesia, trenor,
cogwheel rigidity, nmask-1ike facies (see WARN NGS).

Tardi ve dyskinesia nost frequently is characterized by
i nvoluntary novenents of the tongue, face, nouth or jaw, and
sonetinmes by involuntary novenents of the trunk and/or
extremties; novenents nmay be choreoathetotic in appearance (see
WARNI NGS) .

Mot or restlessness (akathisia) may consist of feelings of
anxiety, agitation, jitteriness, and insomia, as well as
inability to sit still, pacing, foot-tapping. These synptons nay
di sappear spontaneously or respond to a reduction in dosage.

Endocri ne Di sturbances. Gl actorrhea, anenorrhea
gyneconasti a, inpotence secondary to hyperprol acti nema (see
PRECAUTIONS). Fluid retention secondary to transient elevation of
al dost erone (see CLI N CAL PHARVACOLQGY).

Car di ovascul ar. Hypot ensi on, hypertension, supraventricul ar
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tachycardi a, and bradycardi a (see CONTRAI NDI CATI ONS and
PRECAUTI ONS) .

Gastroi ntestinal. Nausea and bowel disturbances, prinarily
di arr hea.

Hepatic. Rarely, cases of hepatotoxicity, characterized by
such findings as jaundice and altered liver function tests, when
nmet ocl opram de was admni stered with other drugs w th known
hepat ot oxi ¢ potenti al .

Renal . Winary frequency and i nconti nence.

Hemat ol ogi c. A few cases of neutropenia, |eukopenia, or
agranul ocytosis, generally without clearcut relationship to
met ocl opr am de. Met henogl obi nem a, especially with overdosage in
neonat es (see OVERDCBACE) .

Al l ergic Reactions. A few cases of rash, urticaria, or
bronchospasm especially in patients with a history of asthma.
Rarely, angioneurotic edema, including glossal or |aryngeal
edena.

M scel | aneous. Visual disturbances. Porphyria. Rare
occurrences of neurol eptic nalignant syndrone (NVB) have been
reported. This potentially fatal syndrome is conprised of the
synpt om conpl ex of hypertherma, altered consci ousness, nuscul ar
rigidity and autonom c dysfunction.

OVERDGSAGE

Synpt ons of overdosage may i ncl ude drowsi ness,

di sorientati on and extrapyramdal reactions. Anticholinergic or
anti par ki nson drugs or anti histamnes with anticholinergic
properties may be hel pful in controlling the extrapyram dal
reactions. Synptons are self-limting and usual |y di sappear
within 24 hours.

Henodi al ysis renoves relatively little metocl opram de,
probabl y because of the small amount of the drug in bl ood
relative to tissues. Simlarly, continuous anbul atory peritoneal
di al ysis does not renove significant anounts of drug. It is
unli kel y that dosage woul d need to be adjusted to conpensate for
| osses through dialysis. Dalysis is not likely to be an
effective nethod of drug renoval in overdose situations.

Uni ntenti onal overdose due to m sadm ni strati on has been
reported in patients between the age of 2 nonths and 7 years with
the use of netocl opramde oral solution. Wile there was no
consi stent pattern to the reports associated with these
overdoses, events included seizures, extrapyramdal reactions,
and | et har gy.

Met henogl obi nem a has occurred in prenature and full-term
neonat es who were gi ven overdoses of netoclopramde (1 to 4
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ng/ kg/ day orally, intramuscularly or intravenously for 1 to 3 or
nore days). Met henogl obi nem a has not been reported i n neonates
treated wth 0.5 ng/kg/day in divided doses. Mt henogl obi nem a
can be reversed by the intravenous adm ni strati on of methyl ene
bl ue.

DCSAGE AND ADM NI STRATI ON:

For the Relief of Synptomatic Gastroesophageal Refl ux
Admnister from10 ng to 15 ng netocl opramde orally up to q.i.d.
30 m nutes before each neal and at bedtinme, dependi ng upon
synptons being treated and clinical response (see CLIN CAL
PHARVACOLOGY and | NDI CATI ONS AND USAGE). I f synptons occur only
intermttently or at specific times of the day, use of
nmet ocl opram de in single doses up to 20 ng prior to the provoking
situation nmay be preferred rather than conti nuous treatnent.
Qccasional ly, patients (such as elderly patients) who are nore
sensitive to the therapeutic or adverse effects of netocl opram de
will require only 5 ng per dose.

Experience with esophageal erosions and ul cerations is
limted, but healing has thus far been docunented in one
controlled trial using g.1.d. therapy at 15 ng per dose, and this
regi men shoul d be used when | esions are present, so long as it is
tol erated (see ADVERSE REACTI ONS). Because of the poor
correl ati on between synptons and endoscopi ¢ appearance of the
esophagus, therapy directed at esophageal |esions is best guided
by endoscopi ¢ eval uati on.

Therapy | onger than 12 weeks has not been eval uated and
cannot be recomrended.

For the Relief of Synptons Associated Wth Diabetic
Gastroparesis (D abetic Gastric Stasis): Admnister 10 ng of
met ocl opram de 30 mnutes before each nmeal and at bedtine for two
to ei ght weeks, dependi ng upon response and the |ikelihood of
conti nued wel | - bei ng upon drug di sconti nuati on.

The initial route of adm nistration should be determ ned by
the severity of the presenting synptons. If only the earliest
mani festations of diabetic gastric stasis are present, oral
adm ni stration of netoclopramde may be initiated. However, if
severe synptons are present, therapy should begin with
Met ocl opram de I njection (consult |abeling of the injection prior
toinitiating parenteral admnistration).

Adm ni stration of Metocl opramde Injection up to 10 days nay
be required before synptons subside, at which tine ora
admnistration may be instituted. S nce diabetic gastric stasis
is frequently recurrent, metocl opram de therapy shoul d be
reinstituted at the earliest nmanifestation.
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Use in Patients with Renal or Hepatic |npairnent:

Since netocl opramde is excreted principally through the ki dneys,
in those patients whose creatinine clearance is bel ow 40 nL/ mn,
therapy should be initiated at approxi mately one-half the
recommended dosage. Dependi ng upon clinical efficacy and safety
consi derations, the dosage may be increased or decreased as
appropri at e.

See OVERDCSACE section for information regarding
di al ysi s.

Met ocl opram de undergoes m ni nal hepati c metaboli sm except
for sinple conjugation. Its safe use has been described in
patients with advanced |iver disease whose renal function was
nor nal .

HOW SUPPLI ED.

- Est abl i shed Nane

-Strength(s) of the dosage form

- Col or, shape, debossing, scoring, etc.

- Packagi ng

-NDC #

- Recommended st orage conditions
Caution: Federal |aw prohibits dispensing w thout prescription.
Nanme and pl ace of business of manufacturer and/or distributor.
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